(19)0*BBWW? (J P) 02) & ^ & ^ (A) 



#^9-502202 

(43)4*30 ¥«9 ¥(1997)38 43 



GOIntCL* 
A6 1 K 31/52 
31/045 
31/085 
31/135 
31/19 



AAH 
ACD 



ACG 



9454- 4C 
M55-4C 
9455 -4C 
9455 - 4C 

9455- 4C 



P I 

A 6 I K 31/52 
31/045 
31/085 
31/135 
31/19 



AAH 
ACD 



ACG 
(£ 19 JO 





&m¥7 - 508696 


(71)ffl«A 


if. -fat*-, X>H, *V>:/JW * 


(86) (mama 


¥*8^(1994)8 H24B 






mrnxxmrnB 


¥JS8¥(1996)3J!6B 






(ssmmtm**t 


PCT/US9 4/09 682 








WO95/07079 




(*JSfcL) 




7 ¥(1995)3 8160 


(72)?W» 




(3i)flBfcM±»* 


0 8/1 1 7. 3 89 






(32)«ifea 


1993*98 7 H 




5*7—, D— F. 7305 


03)flBfcM£SB 


*B (US) 


(74)W1A 


&* -It (*3£) 


(81))B£M 


EP(AT. BE. CH. DE, 






DK, ES, FR. 


GB, GR, IE. IT, LU, M 






C, NL. PT, SE). AU. BR. CA. CN. J 






P, PL, RU 









(54) [»H06fU ^□fcf*>*#X7'D-<h'*tfti»«5H©T5>'»*i*7i'f>*#firbfcW&» 



(57) atm 



-1- 



(2) 9-5 0 2 2 0 2 

2. ■7u¥*ymmmfot>H77u7 77n*-tr:y, ^;*y-?u7 

>\ OH7d7iX ^0717, A/V7"D7iy > t+t7nyy ( 7 
7/7n7i>, 5n7'n7i> < fW7n7iy, X7 , d7i> 1 7;l/5. 
/7'n7x ^7 7n 7 x * 3 £ £ 0 iiIRS » $ L < « ±IB7°n 
e*>$i^3{*>bH'77n7x;/, t7o*ty, 7;WHi7n7xy, ^h7 
n7iy« 7iy/n7iX Y>F7n7i>, tJ;l/7n7xy)!j^*5|fJ: 
OmRZft. T5./m®tfhV3L?)\<7Zy, h U 7a tf/1,7 5 2 
j]/7 ^ 7X^7-;K 2 •7iW5/x^/-;K U 7 
^•-y, t^fy'x A7xYX fuij^fy^ N - x^;l/tr^u^y % kF 

= x*7n*>, 7uy, tf^^yy, ^^vyRxs^n^u^mt^ 

3. 2 0~2 0 0ig4>#7x>f>\ ftf£ L < f<* 3 2 ~ 1 5 Omg(D*7x-r V 
, tHtcW$ L< tt 3 2 - 1 0 0«g<&*7 x-Ofc^A/T^S, ,1111 1 Xti 2 tc 

5 . 7n \Z*ym$7.7-u 4 h*mri&MM<07 1 /f&m<D S (+) xfyf 

6. 5~7 5mg<OS (+) • y H7n7x> U h^fTA/CM,^, « 



-2- 



(3) ^£¥9-- 5 0 2 2 0 2 

7. 50-8 00mgcDS (+) -^77 , n7x>"J h£frA,TV3> 

8. 5 0~8 0 0mg<OS (+) - U ->?>- b£#A/C'l,>3, gft 



-3- 



• # 

(4) ttSro-5 02202 

'So 

tt'\ -■mzz<r>&y&T°Mfr*m<z.tKfaiiz>n, mimic zzmwmnzm 
^»(7)>inc(i, mmnikzmczticmmfrzmmrzmmw&Zo mm 

ffllt2-o<D$M%fJ ; r3i)'- : WS^/l/fc*, n-r-fy, U*;I/7r 



... 4 



# 



(5) $3^9-5 02 2 02 

&D*7;M^yiMfi\ 0IJ;t(2ri 981^7^21 B^T^T$nfcBruzzese?,<D 
*ll#^4, 2 7 9, 9 2 6^R^#T^^tlTl^ 0 ^77"P7xyUi; 
>^J<OSIit^(i, 1 9 9 2*33 1 9BttV£fflZt\rcE Pfg5 0 5, 1 8 

xycD7*$m£VB£tiy ^ytcDWm*. mXiSl 98 4^8 

n 7 Bttx*wrr2fttcSmsh\nez<Dmmm® 4, 4 6 4, 37 6 ^mrnxm 
^ztxx^Zo %®wmnmT$ymz^Lrcm/mmmmm(Dmmicts 

lf%. ^77n7x>t fdl^ncfcDfrLl^Xxn^ K^tolftffiffll (HPS, 

I 9 8 5* 1 1 1 2 HfrfeiSff <^fcSunshineS<0#ffl#*rai4 , 5 5 2, 8 
9 9^if«^Tl>5, s (+) Jg<DY77n:7xy<oteffl«\ 0fl*.fcf 
19 8 9*7^2 5 BttVnft2tlttSmsbineZ<D&mtffim 4 , 851. 44 
^W»^ 1 9 9 2*4/! 1 6 BttT&MStlfcGates 6<DWOIg9. 2 0 
5, 7 8 3 W«WT(iffifcX#3 >*Jfc©0f/HteO^TW^SnTVS o 
^-7x^><tj±tC7°ntf7|-^NS A I 



-5- 



(6) $#£¥9-5 0 2 2 0 2 

a. »«jftlf»iiftffi±W5»*«<oynt:*>*NS A I D4)7^/S&t!£, Rtf 

7>i#-y, H7f->'x *7x^fy, /n^^fy, N if/^'J^. t 
K^A^y, znjy, V^y, ifUyy*7AX y;l/znt^y, ^f/l/^iJ 

#lcTOT«feO. CWAtf 1 9 8 5«P1 1/11 2 nttTMr£n/cSunshine6(D3fc 
HWff^4 f 5 5 2, 8 9 99WIB«Tlffl^^nTfe»), £tlltm<orctb*m 



-6- 



(7) tf3¥9-502 2 02 

HB^^7fsicoi^T(i> Ant i -inflammatory and Ant i -Rheumatic Drugs, K.D.Rains 
ford, Vol. 1-1 1 1, CRC Press, Boca Raton(1985) ftD'Anti -inflammatory Agents, 
Chemistry and Pharmacology, I. R. A.Scherrer£>, Academic Press,New York(1974 

y s +7u*-ny^ vWo7x>, 7jl)l\£-7u?3.y x ^rh/a7i> 
, 7i/7n7xy, 7x>77jiy, 1 , >K7'n7iX ^!/7 , n7x>, # 
)lfu-7x.y, **-yr-fuyy y 77/7^71^ ;D7'o7iX ^**+r 
7*n7xy, X7"n7xy, 7>l5./7u~7 xyjkzf*77u7^-y 

&%l£>ffi^T<i:i,\> cnt>V>7u\Z*y&H s A I D<D*TJi, ^77n7x> 

o *%B^M^ciiffl^ns "s (+) " tt/^fflggti, 

f^f*#£«3c& S (+) Sttf*^#Lfc.m^T^§o ffl!§ "S (+) " £ 
mcfflt^nS "R (-) #W£^f£±#£&^" fc^mnii. S (+) x 

■ry+^—hmiz L^mte^mimxfM^mmmzftm? ztvzo r c- 

'XtfeOOli-^S (+) xtyftv-tioti%WT<DR (-) x^- 
y 3 fiLTVSZ£%M.t*-?Z> 0 tt%L<te, S (+) xtyftv 
-*fR (-) x-f^*v-<7)Mit&2 0 : IW±, 3: L < Ji 9 7 : 3 

W±t?*5o atifiKli, S (+) xf>f+7-«9 9li%«±T'feo 
T. R (-) x-f>f-3j-r-^sr, W%SttR<Dmmitl*7<lfo9 9 : 1 Xli 

-i'77'n7iy, tyn+ty, ^/Wn7xy, 7/l/;Hf 7d7x >\ 
yh/n^xy, 7i/7 , n7x>, 7x>77x^ 1 , >H7 , D7x>, tf/W 



7- 



(8) Wa-T 9-50 2 202 

yn7iy. /j/b^n^x^, t+^o^'y, ^7/^n7xX ^ntn7 
xy, ****f-fu-7 s.y, X7 , n7xy, r/V^^n7xy&^77 p n7 

i- v *<*>r = / «tgo$^%a«i, a#ti i . 5 1 0 0 omg®«BHT* 

The Physicians' Desk Reference, 47th WWonttm) BtXf 1 9 8 5*£1 1 1 
2 E^T-^tT^n/iSunshine'o^^tll^fFm 4 . 5 5 2, 8 9 9 nwmmTfrZ 

attti5 0-ti8 0 0ig, #i:L<t*ti5 0~ti4 0 Omg, Steffi t< 
iiti5 0~ti2 0 0ng, ®fc#$L<titi5 0H& I 0 0^©QEHT*3o 

tt3 7;U;Ue 7n 7 x ><D7 5 J mM> t 5&mtomt. a# 

til 2. 5~~ti3 0 0mg, #£L<&til 2. 5~ti2 0 0mg, Sfcj?£L<tt 
til2. 5~til00mg, gfej? * L < titi 1 2 . 5H&5 0ng<D«irea&3o 
*«W<0«Bja%TWffl'8:'5r H 7o 7 x y<7>7 5 /SMM>££*r8!«tt, afltti 5 
~ti 1 0 Omg, £F£ L < ttti 5 ~ti 7 5 mg. Mlcfcf £ L < liti 5 ~ti 5 Omg, a 
£fcF£L<fciti5~ti2 5BgOKHT?*So 33^ Cft&SBMOS (+) Sttf* 

«?£L<W\ *«W©EiR*^to«u til 0 : 1 1 : 10, «f*t<titi 
5 : l~til : 5, gfc*?* L< (iti2 : l~til : 5<Dit3s?, MMMRZf* 
7i^^A-B^o 

Ea(MlPffHB«, «F* L < titt 5 -ti 9 5 % , H££ *F * L < 1 0 ~ti 9 5 % 
, a^«F^L<(iti2 5-ti9 5%©SHtj8#*S*LT^*« MTOPffl^ti 
, £ L < &ti 1 ~ti 5 0 %, s£lc#£ L < (*ti I ~ti 2 5 L < fcfc 

ti3~ti 1 ()%^M^^WLTl^o 
SSflltt, fltiRffl, tfRSI, $i£lPJ. Ifftftk M8'J> mffllR 



8- 



# ■% 

(9) *¥£^9-- 5 0 2 2 0 2 

«fl:ttpffi«»£tt, mm. t&MftL mm. mm. 

> mmtt.mm^Hmmznzmmjkv/Mmmmtf&Zo hp 

(Wis I9 7 5^9fl2 Htt?^?T2n/cRobertcDM#fF?g3, 9 0 3. 2 9 

□W^f^^>fci6(OM&t>'M^(i, Marshall,' Sol id Oral Dosage Forms' 
.Modern Pharmaceutics. Vol. 7(Banker and Rhodes. editors), 359-427(1979) TIE 

) , ii^-tji mmmmn^+y) Rxfhmzft%rzMmfcikxs®jm\* 

s Remington's Pharmaceutical Sciences (Arthur Osol, editor), 1553-1593(1980 

tit, £®xte±mm£fttf*v&zt><D*\,^ 0 

;MAvicel)RC - 59 1 ( F MClfim<DW&&i'kJl/u>-x/i])ltf*i/*l-jl-b 

fl!M>ff S^^M^tctS i; t 4 9 fc 5 , S»ffliK«i«DiIlcl^ 

< ^K^#W^{iiiTO 2 0 ~#J 7 5 ft?* L < TO 2 0 4 0 



-9- 



(10) ^S-fg- 50220 2 

»£U\> LfctfoT, -IRWfctt, tf£L< ti#J5~l<j 

2 5^1/^1%, it^l l< 1 0~$^2 0 WM%<0±t«tf 

Ttf^^Xfd'X 7n^^>, 7V7n+V;K ^ftecD^j^fFSS 
d-7n;l/7x-7$y, d -70^71-7^/, hU7°a';^>, 

7x>tH7^, 7i-y«y, t'j75x r*r**Jy* ztibvn&l. 

ItP&ZftZ&iD&o&tfiKZZ^ymt. "TWHT&V* AHR 11325 
, 7i->^y, 7Xf^y-/k 7^7XfV, WJS?>, x^Xf-y, 
yWiy, nHWK, 07f->"y, utfrt/sx?-^ **#*Jy s 

tfhSh\ -fe^X^V, ^'>"7-fUV, f^7XfX f^7itW, ^tl£ 

9 8 8^1 1 ft 8 BftT*5gff £nfcSunshine5£>3Kffi®fFf! 4 , 783, 46 5 
5^ 1 9 8'6^1 0^2 8tl^T5gff^n/-cSunshine5<0^® ! l#flF^4, 6 1 9 

, 9 3 4 *pfl!B# ; cn^im^orcisb^mmmicm^^n^o r-*7 <vy 

0 , C tiiil'J 1 0 ~m 5 0 %c0 U"WCfafiE** C £ W£ U \ 



-10 



9 # 

(11) TOW9 -50 2 2 02 

4 2 ft 5 E3i*B$» ft (2 * &C & i£t$j£#<0 % lc 6Sc# L T 43 0 

JI^lHQSOmg/kg/B, $?£L<li&|2H$3 Omg/kg/B, ®fc8FSL< 
it® 3 2 0 mg/kg/BOE^^^*B^mitf TSBIK^tlfc <fc 3 {c&^-Sft £ 
„ C<0«ti 1 0-^ X{i«fSL<{iJi»lsI (2 -6 Is!) tC^tTSatTS^L 

iBffltf ft<&&ffl»Ha4ft«ft 1 HQ 2 5 mg/kg, L < TO 2 H$ 1 5 mg/kg, 
ii€>$F£L<TO3~£n Omg/kgtOlBHTfeSo lPS^ffl©MW%MI 
JBi*, ifiTO5 0-^2 OOOmg, #3; L< TO 1 0 0~$J6 0 Omg, 
L<TOl 0 0~#J4 OOmgtEM'TVa?*^ ^2 5H$2 0 0mg, £ L 
<TO5 0~-#)2 OOmg, Jifcff £ L < TO 5 0H$ 1 0 OmgcD#7x^ 

Ml 

mi a 



ii- 



® 



(12) *JA¥9-50 2 2 0 2 

Wn7x>'^^-h 200mg 
ftyx^y 100mg 

Mi 



t^n+ty U f h 200mg 

7Xf^y-^ 5mg 

hV^y 50mg 

yr-V3-;m^U-fe'J;l/ 100mg 



Mlii 



git %w/v 

yh^D7i>'J^-h 1.00 

/j7x-ry loo 

7 4/3-/1/ (9 5%) 25.000 

^afcTl/>^U3— ;l/ 25.000 

^JL>mi-hWL 2.000 

^X>| 0.250 

mtm (mmyuv/) 25.00 



-12- 



# 



03) RfST-9-50 22 02 

yu-buy 7.000 

■Sfeffl 0.008 
71/-/?- 0.500 
SSI* qs 100.000 

MS* (JR»^Vyf-S«0« 1 0%) h-y(lightnin's)^^-^{i 
©'W^Mrtnctt?,, nyHth'J-)^ t^ymikTSfjyx. jyzmWlL 

o 

jfiftO^SS^H h^<9 1 0~2 Oml (2-421;) ©18:-^ &&-£tlfcWM 

%W/V 

^^□7xyr;i/^-h i.oo 

i.oo 

7l/^>gt^p;b7i-7 5> 0.02 
7" V Y Ki7 x H 'J y H C I 0. 30 



TJl^t—Jl (9 5%) 25.00 

^ntfuvy»;n-;l/ 25.00 

^iyS?fhiJ')A 2.00 

^xygg 0.25 

flgftll Wfi^n-y70 25.00 

^u-bu> 7.00 



-13- 



(14) 



fc?iS¥9-5 0 2 2 0 2 



mm 



0.008 



0. 50 



fit®* 



qs 100.00 



*»Ci$<\> n>lt h 'J 7Z», ^x>$ % 7V -T Fi7xF 'J VH C I &1>*V 

<o#jo. 5%) &c/ju;t£o ;>cv^c<D«fefiiJiSift*gw<o^'v^SSJcJ!inASo 

%im<D>&m%th'\<D\ o~2 oral (2~4?u) <og^ acastifcawg 

«P«#ffl<o«f*ffi^«, Te£#£rg^r * c tick*) W&tZ : 
Jfift %w/v 
S (+) ^7707x^U'>*-h 1.00 
A7i^> 1.00 

7V Y Fi7i KU>HC I 0.30 

7W>Sl^n;P7x-7^y 0.02 

f+XFa^h;l/77yMBr 0.15 

7/1/3-/1/ (9 5%) 25.00 

7a If U>^U3-7l/ 25.00 

nyithU7A 2.00 

^x>$ 0.25 
mm (W^n-yT 5 ) 25.00 
yj-tr'jy 7.00 



(15) 



tSA¥9-5 0Z202 



0. 008 



7 U-/<- 



qs 100.00 



ran* (m*v^*®momi o%) h-y i&mwv mm 

4HCffe<* 0 ^x^th^A, ^xyftg, "7°y-f Fx7x F U y H C I &U~? 
iMI^thMOl 0~2 0ml (2-4 SU) ##3nfcftor 



(16) 



*?«¥9 -50220 



INTERNATIONAL SEARCH REPORT 



PCT/US 94/09582 



IPC 6 A61IC31/52 //(A61K31/52, 31:19) 



I Pi>wa»(iiiQM pro at <g 



B. FTRDS SEARCHED 



IPC 6 A61K 



C DOCUMENTS CONMDBIED TO Bfc HLtlfcV AVT 



, wit* m+a*MB, wtm* apprapn*. of rd«wmi 



K.P 



X,P 



V0,A,94 07471 (MERCK &C0., INC) 14 April 
1994 

see abstract 

sae page 3. line 32*16 

V0.A.94 16703 (MERCK & CO.. INC) 4 August 
1994 

see page 2, 11n« 19 - line 24 

W0, A, 94 14449 (THE PROCTER & GAMBLE 
COMPANY) 7 July 1994 
see page 5, line 21-34 
see claims 1-5 

EP t A,0 136 470 (MERCKLE GMBH) 10 April 
1985 

see abstract 



1.7 

1-7,9,10 
1-3 



■ erf box C J7] P4*tttfsaJyme&bcn«nlu»4i»j 



"A" docunwnt 4tfj*M4 be gtacrai «au of (Ik tit vhixh ii MC 

IIIMlBll Wfrtof B • " ~ 



IT cjrtitr document pm unltiart OB,oF«flwt»ignrBM»Mi 

*0* i fac— m aeftrnfif to aa mi d 

T" dbewmnt fuNufaod pnor to ft« tnvaubOMl 6Jx* bus 
i«r dtts to« priority da» eumcd 



ii a Led to rtiUnh ia* piihlirrtrw dmt of xaatixi 
dMhoa iv «W lyini ) ranon (41 yiBH} 

faraoaa 



or ptenfydtft 
«*»d W — 



tb« mi In 1 It 



fuefc 



■ tot 

roffcciimptkaiteal) 



28 November 1994 



Dia of ruduw at tfac UXta 



rU report 



2. 12. w 



imiUnt of to* SA 

F.'jvrna P»tent OfU«. P. 8. 5til 

NL • 2310 HV ftjiMl 

Td. ( ♦ 11- W) T«. 31 6S1 e 

Fti» PCT^AffU <••»* am) tM» iraj 



Leherte. C 



16- 



# 



(17) 



5 0 2 2 0 2 



INTERNATIONAL SEARCH REPOaT 



PCT/US 94/09582 



B) DOCUMENTS COtf SfDSAfiS TO BE HELfVANT 



US, A, 4 994 604 (MERCK 1 CO. , INC.) 19 
February 1991 

je* column 1, Hb« 22 - line 25 

W0.A.91 06295 (SEPRAC0R INC.) 16 Hay 1991 
set clalns 6,7 

W0,A.&4 004S7 (RICHARDSON-VICKS. INC J 16 

February 19fl4 

it* ptgi 13, 11n# 7-11 



1-5.7 

1-S 
1-5,7 



-17- 



# 



(18) 



1*4¥9 - 5 0 2 2 0 2 



INTERNATIONAL SEARCH REPORT 



SEARCH REPORT r - 

I 1»M i 



94/09582 



Pum < 

di«i in mmcti nptn 



V0-A-9407471 



VO-A-9416703 



WO-A-9414449 



07-07-94 



EP-A-0136470 



10-04-85 



US-A-4994604 



19-02-91 



WO-A-9106295 



16-05-91 



WO-A-8400487 



16-02-84 



P bit At f mo^f 



14-04-94 AU-B- 5132893 26-04-94 



04-08-94 AU-B- 5995094 15-08-94 



AU-B- 5699394 



DE-A- 3328401 

CA-A- 1234050 

0E-A- 3475691 

JP-A- 60064918 

US-A,B 4593044 



EP-A- 0437369 
JP-A- 4253941 



AU-A- 6758990 



US-A- 

AT-B- 

AU-B- 

AU-A- 

BE-A- 

CA-A- 

CH-A- 

0E-C- 

0E-T- 

FR-A.B 

GB-A.B 

JP-B- 

JP-T- 

NL-B- 

NL-T- 

SE-B- 

SE-A- 



4420483 
389051 
560092 
1828783 
897355 
1217428 
659946 
3390114 
3390114 
2530468 
2132891 
1024131 
59501413 
1909Z3 
8320239 
466889 
8401537 



19-07-94 



21-02-85 
15-03-88 
26-01-89 
13-04-85 
03-06-86 



17-07-91 
09-09-92 



31-05-91 



13- 12-83 
10-19-89 

26- 03-87 
23-02-84 

14- 11-83 
03-02-87 
13-03-87 
05-07-90 
10-01-85 

27- 01-8* 
18-07-84 
10-05-89 
09-08-84 
01-06-94 
01-06-84 
27-04-92 
20-03-84 



fwm «rr/*A/sa »**u «•«> m» 



-18- 



(19) 



W«'f9- 5 0 2 2 0 2 



7n> h'*— 2/V)8MS 



(51) int.CL 6 

A 0 1 K 31/195 
31/205 
31/38 
31/40 
31/405 
31/415 
31/42 
31/44 
31/445 
31/485 
31/495 
31/50 
31/505 
31/54 
31/55 
45/06 



9455 4 C 
9455 - 4C 
9454-4 C 
9454-4C 
9454- 4 C 
9454 - 4C 
9454-4C 
ABM 9454-4 C 
ABN 9454-4C 
9454-4 C 
9454-4 C 
9454-4C 
A C H 9454-4C 
9454-4C 
A EM 9454- 4C 
ABE 8415-4C 



F l 

A B 1 K 



31/195 

31/205 

31/38 

31/40 

31/405 

31/415 

31/42 

31/44 

31/445 

31/485 

31/495 

31/50 

31/505 

31/54 

31/55 

45/06 



ABM 
ABN 



ACH 

AEM 
ABE 



-19- 



